2. Similarly, I would suggest adding the use of corticosteroids and/or administration of other measures to reduce LE and postextubation morbidities as a secondary outcome. 3. Under Methods and Analysis, blinding, the authors state that "..and if unblinding will change the management of the patients"-please provide one or two scenarios as examples.
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GENERAL COMMENTS
Thank you for the opportunity to review this highly interesting study protocol of Lewis and colleagues. In their study protocol they address a crucial issue in critical care and respiratory management in ventilated patients with high clinical impact. Since, "simple" interventions that lead to earlier but also safe liberation from mechanical ventilation can improve patient outcomes, procedures that could support decision making are still of great value. Thus, the evaluation of the well-known CLT in a RCT is a prudent idea that could help to improve the management of critical ill patients by creating new evidence. Hence, in my opinion it seems appropriate to publish this study protocol, despite the restricted clinical and scientific value of pilot trials. However, I have some concerns regarding the design and conceptualization of the study that should be previously addressed.
1)
The authors should explain why they excluded patients at high risk for a laryngeal edema, because this is the group that potentially benefits the most of a CLT.
2)
Since, patients at high risk are excluded from the study, the authors should discuss the expected rate of positive CLT in their trial in accordance to the actual literature more thoroughly, to provide the reader a better understanding of their sample size calculation, which also a hallmark in a pilot study.
3)
Does the duration of mechanical ventilation prior to randomization or prior to the decision for extubation is taken into account in the inclusion criteria ? Is there a "minimum" time on ventilation (inclusion criteria)? I think this important issue, because risk of a laryngeal edema seems to be more relevant in patients that are ventilated for a longer period (e.g. >48h), and I believe the study is of more interest to evaluate patients with a longer duration of ventilation.
4)
Furthermore, the authors should clarify that longer duration of ventilation (if i understand the protocol correct) is "NO" exclusion criteria to avoid misleading interpretation of their exclusion criteria.
5)
Furthermore the authors should provide information how the duration of mechanical ventilation prior to randomization is taken into account in the planned evaluation of the data.
6)
The authors should provide a more detailed study flow chart that includes important landmarks of the weaning process (e.g. provide specified extubation criteria). In this context, (if applicable) the authors should explain and describe the weaning process in the centers e.g. (if applicable) by providing the weaning SOPs. If there are not any standardized procedures for weaning (and all decisions are just based on the decision of the attending physician) in the participating centers, this should me mentioned as major limitation and also should be discussed how the authors want take this bias into consideration for their lager RCT.
7)
The superiority margin was not defined.
8)
Since this is an unblinded RCT the authors should consider avoiding the term "blinded" in context with the control group. In addition, it is a very liberal interpretation of the label "blinded" just because the information is not disclosed and thus should not be used in this context in order to prevent misunderstandings.
9)
The authors use different measurements to detect CLT. I think this is a highly interesting topic because the "perfect" way in detecting cuff leaks is not described. Are their any concepts/plans to validate the different measurements and do the authors even think about combining different methods to describe "the best practice". If this is the objective, this should be already mentioned now, because it could significantly increase the value of their study results.
10)
Please provide information about the number and countries of the participating centers. Please leave your comments for the authors below: it could be interesting to pick up the cause of the respiratory failure that conditioned the intubation **Dear Dr Alfageme. Thank you so much for your comment. We absolutely agree. The reason for both the initial intubation (as well as reintubation as needed) will be captured in our baseline demographics. No changes were made to the manuscript.
Reviewer: 3 Reviewer Name: Nai Ming Lai Institution and Country: School of Medicine, Taylor's University Malaysia Please leave your comments for the authors below: This is a well-written protocol of a pilot RCT that aims to assess the feasibility of a definitive trial on the utility of cuff-leak test in improving patient outcomes. While the rationale and methods are clearly laid out, I would like to make a few suggestions for considerations:
1. In the background (paragraph 4), the authors cite a meta-analysis which shows that systematic corticosteroids reduces the risk of post-extubation airway events. I suggest that the authors add the figures showing the magnitude of the benefits on one or more major outcomes in the meta-analysis, to show the readers that the benefits are substantial enough to justify this as the major intervention that can be given to the patients who are found to have LE via CLT, which in turn will strengthen the rationale of the study. **Thank you for your comment. We have included the available data from the meta-analysis in our manuscript on page 6 lines 121-124. Due to copyrights issues we cannot include the forest plot in this manuscript.
2. Similarly, I would suggest adding the use of corticosteroids and/or administration of other measures to reduce LE and post-extubation morbidities as a secondary outcome. **Thank you. We have listed this as a "clinically significant post-extubation stridor", defined this as stridor that requires a medical intervention such as the use of systemic steroids or racemic epinephrine. The duration of mechanical ventilation will capture those that are kept intubated for a longer time and we will certainly capture who received corticosteroids or furosemide once a CLT was failed in the intervention group.
3. Under Methods and Analysis, blinding, the authors state that "..and if unblinding will change the management of the patients"-please provide one or two scenarios as examples. **Thank you for this suggestion, we added an example to page 10 line 216-217, the sentence reads:
"(e.g administering corticosteroids to a patient who developed respiratory failure after learning the result of a failed CLT)" Reviewer: 4 Reviewer Name: Tim Rahmel Institution and Country: Klinik für Anästhesiologie, Intensivmedizin und Schmerztherapie, Universitätsklinikum Knappschaftskrankenhaus Bochum, Bochum, Germany Thank you for the opportunity to review this highly interesting study protocol of Lewis and colleagues. In their study protocol they address a crucial issue in critical care and respiratory management in ventilated patients with high clinical impact. Since, "simple" interventions that lead to earlier but also safe liberation from mechanical ventilation can improve patient outcomes, procedures that could support decision making are still of great value. Thus, the evaluation of the well-known CLT in a RCT is a prudent idea that could help to improve the management of critical ill patients by creating new evidence. Hence, in my opinion it seems appropriate to publish this study protocol, despite the restricted clinical and scientific value of pilot trials. However, I have some concerns regarding the design and conceptualization of the study that should be previously addressed. ** Dear Dr Rahmel, we are delighted that you find this trial interesting and of relevance to the current daily practice.
1) The authors should explain why they excluded patients at high risk for a laryngeal edema, because this is the group that potentially benefits the most of a CLT. ** Thank you for this important comment. We are recruiting patients with risk factors for post extubation stridor as defined by the ATS guidelines such as (eg. Females, intubated for 7 or more days). However, we are excluding those with airway compromise (eg. Admission for anaphylaxis or head and neck surgery) as we did not think it was feasible to include such patients in this trial. For example our center does the CLT on all patients before extubation, and many centres in North America do same, perhaps after we show the feasibility of a pilot trial we can modify the protocol for the larger trial to include patients with other risk factors. No changes were made to the manuscript.
2) Since, patients at high risk are excluded from the study, the authors should discuss the expected rate of positive CLT in their trial in accordance to the actual literature more thoroughly, to provide the reader a better understanding of their sample size calculation, which also a hallmark in a pilot study. **Thank you. We completed a retrospective observational study (that is currently under review by another journal) designed to answer this question to help us with our sample size calculations for the powered RCT. As this is a pilot trial, the primary outcomes are feasibility outcomes and not clinical outcomes (as we are not powered to detect any clinical difference). No changes were made to the manuscript.
3) Does the duration of mechanical ventilation prior to randomization or prior to the decision for extubation is taken into account in the inclusion criteria ? Is there a "minimum" time on ventilation (inclusion criteria)? I think this important issue, because risk of a laryngeal edema seems to be more relevant in patients that are ventilated for a longer period (e.g. >48h), and I believe the study is of more interest to evaluate patients with a longer duration of ventilation. **Thank you for your comment. We did not specify a lower limit of duration of ventilation, however, we have stratified randomization by duration of mechanical ventilation (i.e. >7 days strata or < 7 days strata) as indicated on page 9 Line 178-179. For the future COMIC trial we will discuss your suggestion with the steering committee. 4) Furthermore, the authors should clarify that longer duration of ventilation (if i understand the protocol correct) is "NO" exclusion criteria to avoid misleading interpretation of their exclusion criteria. ** Duration of mechanical ventilation is not an exclusion criteria, as indicated in our response above we stratified the randomization by duration of mechanical ventilation to ensue balanced groups. We listed all exclusion criteria in Table 1 (Page 8, lne 163).
5) Furthermore the authors should provide information how the duration of mechanical ventilation prior to randomization is taken into account in the planned evaluation of the data. ** This is a great comment, but more relevant for the future definitive trial. Please see our response for comment number 3.
6) The authors should provide a more detailed study flow chart that includes important landmarks of the weaning process (e.g. provide specified extubation criteria). In this context, (if applicable) the authors should explain and describe the weaning process in the centers e.g. (if applicable) by providing the weaning SOPs. If there are not any standardized procedures for weaning (and all decisions are just based on the decision of the attending physician) in the participating centers, this should me mentioned as major limitation and also should be discussed how the authors want take this bias into consideration for their lager RCT. **This is a pragmatic RCT and therefore we did not mandate what requirements the patients must meet in order to be extubated. In addition, the method of weaning from mechanical ventilation is also not within the scope of this paper, nor is there an established "best way" to do so, apart from a protocolized weaning method. We also do not think this is a limitation as the CLT result is not dependent upon parameters for readiness for liberation from mechanical ventilation. If a patient fails extubation, and reintubation, as previously documented on page 13 line 262-263, we will capture the reason why they failed extubation, be it from an airway obstruction perspective or from ventilatory mechanics. No changes were made to the manuscript.
7) The superiority margin was not defined. ** Since this is a Pilot RCT, we did not specify any superiority thresholds or assumptions, we will use the results of this is pilot trial (including the point estimates and 95% CI) to help inform sample size calculations for the future larger COMIC RCT. 8) Since this is an unblinded RCT the authors should consider avoiding the term "blinded" in context with the control group. In addition, it is a very liberal interpretation of the label "blinded" just because the information is not disclosed and thus should not be used in this context in order to prevent misunderstandings. ** Thank you for this comment, we agree with you and we have removed any reference to blinding in the manuscript. The section on blinding now reads: "Although, the intervention arm of the study is unblinded (i.e. results of CLT is known); patients, physicians, RCs, study investigators, adjudicators, and data analysts will not be aware of the results of CLT in the control group." (page 10, line 209) *the change was highlighted in yellow* 9) The authors use different measurements to detect CLT. I think this is a highly interesting topic because the "perfect" way in detecting cuff leaks is not described. Are their any concepts/plans to validate the different measurements and do the authors even think about combining different methods to describe "the best practice". If this is the objective, this should be already mentioned now, because it could significantly increase the value of their study results. ** We agree with the reviewer that diagnostic accuracy data could be of use. Part of the full RCT will be to look at the diagnostic accuracy of the different methods to conduct the CLT (i.e. looking at the
